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Fig 1. Serum piroxicam concentrations after
administration of tablets (T), polyethylene glycol
base suppository (PEG S) and fat base suppository
(FB S) to 10 healthy volunteers,
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Serum concentrations pg/ml) after a single dose of piroxicam tablet (T) or polyethylene glycol

base suppository (PEG S) or fat base suppository (FB S) in 7 rabbits.

Dosage Time after administration (h)
form 0.25 0.5 1 2 3 4 6 8 12 24
T X 0.8 1.5 3.3 7.8 8.7 7.1 5.3 3.8 1.3 0,056
SD 0.4 0.6 1.5 2.5 2.0 1.9 1.7 1.5 1.2 0.006
PEG S X 3 8 15 13 8 5.6 2.6 1.4 0.6 0.045
SD 3 4 3 4 3 2.4 1.2 0.6 0.4 0,010
FB S X 2.6 5.6 12.0 13.8 10.7 7.3 3.9 2.2 0.67 0,027
SD 1.4 2.4 2.8 2.9 1.6 1.6 1.3 0.6 0.24 0.020
Tab 2. Pharmacokinetic parameters after a single dose of piroxicam tablet (T) or polyethylene
glycol base suppository {PEG S) or fat base suppository (FB §),
Tm Cm AUC,_., Ky Ka ty(ay) trx,)
(h)  (ug/ml) (ugeh/mi) (h-1) (h-1) (h) (h)y
) T X 3.4 9.1 61 0.32 0.45 2.3 1.6
Rabbit SD 0.9 1.9 19 0.07 0.07 0.5 0.3
(N=7) ppg g X 1.3 17 58 0.36 1.44 2.0 0.50
SD 0,2 4 18 0.09 0.26 0.5 0,11
FBS X 1.8 15.4 67 0.31 0.92 2.28 0.80
SD 0.3 2.6 11 0,03 0.22 0.23 0.20
T X 4.2 2.9 140 0.018 0.96 41 0.75
Human SD 0.8 0.4 40 0.003 0.19 5 0.17
(n=10) ~ X 5.9 2.7 126 0.0167 0.62 42 1.15
PEG S sp gl 0.5 17 0.0020 0.12 4 0.19
FRS X_ 7.7 2.3 123 0.0153 0.384 46 1.81
SD 0.4 0.6 27 0.0020 0.010 4 0.07
Human( X 4,8 2.42 126 0.016 43.0
(n=8§) SD 1.3 0.20 7 0.004 2.2
Tab 3. Cumulative release % in vitro (X) vs absorption % in human volunteers (Y)
1h 2h 3h 4h 5h 6h
Polyethylene glycol X 3.02 5.93 8.03 10.48 11.58 12.76
base suppositories Y 23.61 38.41 52.17 64.55 78.38 92.41
Fat base suppositories X 5.25 11.62 20,44 31.51
Y 51.12 74.71 83.49 99.44
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studies on piroxicam

GE Sun-di

(School of Pharmacy, Shanghai Medical University, Shanghai 200032)

ABSTRACT Two suppositories of piroxi-
cam (Pir) with different bases, a fat base
(FB) and a hydrophilic base (PEG), were
studied for the sake of avoiding

gastrointestinal irritation.

Their bioavailabilities in rabbits and
in 10 volunteers were compared with that of
conventional tablets in order to determine



whether application of Pir would result
in a comparably high systemic bioavail-
ability. FB is composcd of semi-synthetic
fatty acid esters; PEG is a mixture of
different polyethylene glycols.

The serum concentration was deter-
mined by HPLC). The sensitivity was 0,05
ug/ml in serum with the linearity between
0.1and 25ug/ml. No interferences were
found from endogenous compounds or other
commonly used anti-inflammatory agents.

It was tound that the release % of
the 2 Pir suppositories in vitro were related
to the absorption % in vivo by following
regression equations:

Y=-0.3504+6.788 X and

Y =47.83+1.706 X

It was fitted to a one-compartment
pharmacokinetic model. The bioavailability
of Pir by rectal route is practically the
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same as that by oral route. In man, after
20 mg, the AUC were 126 ug-h/ml for PEG
suppository, 123 ug-h/ml for FB supposi-
tory, and 140 pg-h/ml for tablet. Lack of
significant differences indicates a bioequi-
valence between the 2 suppositories and the
tablet. The long half life of Pir in different
dosage forms studied in men (4346 h)
was very close to the data reported by
Schiantarelli et al¢'®,

This study showed that the 2 supposi-
tories of Pir gave good bioavailabilities
without local irritation to the rectal mucosa.
We recommend to use Pir suppository
instead of oral tablets in long term therapy.

KEY WORDS  piroxicam; suppositories:
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pharmacokinetics



